Comment
Although recently introduced, benoxaprofen is already the third most commonly prescribed non-steroidal anti-inflammatory drug in Northern Ireland and about 3000 patients are known to be taking the drug in a total population of 1-5 million (DHSS Northern Ireland Research and Intelligence: unpublished data on general practice prescribing collated by Department of Therapeutics and Pharmacology, Queen's University). The five patients described here and a sixth, who also died of renal failure but had no jaundice, represent all the patients treated in the past year with benoxaprofen by one of us (HMcAT). Benoxaprofen is said to have fewer gastrointestinal side effects than related drugs, possibly owing to its weak inhibition of prostaglandin synthetase activity.' A recent report, however, has suggested that these side effects may be more common in the elderly.2 In a dose of 600 mg daily it has a much longer half life in very old patients (111 hours at mean age 82 years)3 than in younger patients (29 hours at mean age 41 years).
The pathological findings in the three cases that came to necropsy were remarkably similar and came into the category of the canalicular cholestatic type of drug-induced jaundice,4 in which there is no hepatocellular disease and little portal inflammation. A striking feature of all these cases was the rapidly fatal course after the onset of jaundice despite the immediate withdrawal of the drug. This was associated with acute renal failure in at least four of the patients. Benoxaprofen was the only drug common to all five cases and is the probable cause of the jaundice. Structurally related drugs have not been reported to cause cholestatic jaundice and we must await further evidence to establish whether the association is causal. Nevertheless, we suggest that caution should be exercised in the use of benoxaprofen in elderly patients.
The manufacturers of benoxaprofen (Dista Ltd) have been aware of problems with the drug in frail elderly patients but only one death from jaundice (in a younger man abusing several drugs) has been reported to them. The cases in this study have MedJ' 1982; 284:508. 
